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BEST AVAil ABLE COPV 



REMARKS 

Claims 28-32 are pending in the application. All claims have been rejected. Claims 28, 
29 and 31 have been amended. 

Rejections under 35 U.S.C. $ 102 (b) and (e). 
35 U.S.C § 102 (b) 
Hillman 

Claims 28 - 30 are rejected under 35 U.S.C. 102(b) as being anticipated by Hillman (U.S. 
Patent 5,854,023). In item 9, the examiner states "Hillman teaches the polypeptide of SEQ ID 
NO:l. Residues 1- 500 from Hillman's SEQ ID NO:l are identical to residues 31 -530 from 
applicant's SEQ ID NO:l. Thus, the prior art meets the structural limitations of element (c) of 
SEQ ID NO:28." We respectfully note that our application does not include a SEQ ID NO:28 
and will assume for the purposes of this response that the examiner had intended to refer to SEQ 
ID NO: 1 . Please notify us if this assumption is incorrect. 

The applicants have amended claim 28, element (c) to recite an isolated polypeptide 
consisting of the amino acid sequence of amino acids 1-277 of SEQ ID NO:l. In view of the 
amendments made to claim 28 herein, the applicants respectfully request that the Examiner 
withdraw the rejection over Hillman. 

The Examiner has also noted that Hillman teaches linking the protein (SEQ ED NO:l in 
the Hillman reference) to a detectable radiolabel. As discussed above, the polypeptides of 
currently amended claim 28 are distinguishable from Hillman's polypeptide; thus, Hillman does 
not anticipate the present claims 29 and 30. 

Hart 

Claim 28 is rejected under 35 U.S.C. 102(b) as being anticipated by Hart (WO 98/14562). 
The examiner states that "Hart teaches the sequence set forth in Figure 1. Residues 85-614 of this 
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sequence are identical to SEQ ID NO:l from the instant application; thus the product meets the 
limitations of both parts (a) and (b) of claim 28." 

The applicants have amended claim 28, element (a) to recite an isolated polypeptide 
consisting of the amino acid sequence of SEQ ID NO:l; and claim 28, element (b) to recite an 
isolated polypeptide consisting of the amino acid sequence of amino acids 1-104 of SEQ ID 
NO: 1 . In view of the amendments made to claim 28 herein, the applicants respectfully request 
that the Examiner withdraw the rejection over Hart. 

Rosen 

Claim 28 is rejected under 35 U.S.C. 102(b) as being anticipated by Rosen et al., (WO 
00/55174, published 21 September 2000). As stated by the examiner in item 11, "Rosen teaches 
SEQ ID NO: 1379. Residues 86-189 of Rosen's protein are identical to residues 1- 104 of SEQ 
ID NO:l, thereby meeting the limitation of claim 28." 

The applicants have amended claim 28, element (a) to recite an isolated polypeptide 
consisting of the amino acid sequence of SEQ ID NO:l; claim 28, element (b) to recite an 
isolated polypeptide consisting of the amino acid sequence of amino acids 1-104 of SEQ ID 
NO:l; and claim 28, element (c) to recite an isolated polypeptide consisting of the amino acid 
sequence of amino acids 1-277 of SEQ ID NO:l. In view of the amendments made to claim 28 
herein, the applicants respectfully request that the Examiner withdraw the rejection over Rosen. 

35 U.S.C. § 102(e) 

Claims 28 - 31 are rejected under 35 U.S.C. § 102(e) as being anticipated by Wu (WO 

2004/030615, international filing date 29 September 2003, claiming benefit of U.S. Provisional 

application 60/414971, filed 2 October 2002). As stated by the examiner, 

"Wu teaches SEQ ID NO:301, which is identical to applicant's SEQ ID 
NO:l. Wu also teaches labeling oligopeptides {i.e., polypeptides) by conjugating 
labels thereto, including fluorescent and radioactive labels (see p. 247 lines 19-23) 
meeting the limitations of claims 29- 30. Wu also teaches compositions 
comprising the polypeptides (see text beginning on p. 299, line 24). Since a 
composition comprising SEQ ID NO:l will necessarily contain molecules 
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comprising residues 1-104 of SEQ ID NO:l, and Wu teaches labeling with a 
plethora of detectable labels, the prior art meets the limitations of claim 31 ." 

As described in the accompanying Declaration of Dr. Katsuhiko Mikoshiba under 37 
CRF 1.131, before October 2, 2002, Dr. Katsuhiko Mikoshiba and those working under his 
direction, identified and purified the IRBIT protein from rat cerebellar extracts, deduced the 
amino acid sequence of the IRBIT protein, and isolated the corresponding full-length cDNA 
clone encoding the IRBIT protein. The polypeptide sequence of IRBIT is presented in SEQ ID 
NO: 1. The Declaration is evidence that, prior to October 2, 2002, Dr. Katsuhiko Mikoshiba, and 
those working under his direction, had purified and deduced the sequence of the polypeptide of 
SEQ ID NO: 1 as specified in the current claims. Thus, the presently claimed invention was 
reduced to practice before the priority date of the Wu application. Therefore, the Wu reference is 
not longer available as prior art against claims 28 and 31 of the present application. 
Furthermore, because the reference is no longer available against claim 28, it no longer applies to 
claims 29 and 30, which depend from claim 28, and to claim 31, which depends from claim 32. 
Accordingly, the Applicant respectfully requests that the rejections under 35 U.S.C. 102(e) based 
on Wu be withdrawn. 



Rejections under 35 U.S.C. § 103. 

Claims 28-32 are rejected as obvious in view of Wu and Nagai et al. The examiner states 
in item 13: 

"Claims 28 - 32 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Wu (WO 2004/030615, international filing date 29 September 2003, 
claiming benefit of U.S. Provisional application 60/414971, filed 2 October 2002) 
and Nagai (2002. Nature Biotechnology 20:87 90). As set forth in the rejection 
under 35 USC 102 above, Wu teaches SEQ ID NO:l, as well as methods of 
labeling proteins and compositions comprising the protein and thus anticipates 
claims 28-31. However, Wu does not teach green fluorescent protein (GFP), 
cyan fluorescent protein, yellow fluorescent protein (YFP), venus, or FIAsH. 
Nagai teaches GFP, YFP, and Venus are suitable labels for proteins. Nagai also 
teaches the advantages of YFP, namely that it is acid-stable, and Venus, namely 
that it is tolerant of exposure to acidosis and chloride ions. It would have been 
obvious to one of ordinary skill in the art to select YFP or Venus as the detectable 
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labels, with a reasonable expectation of success. The motivation to do so would 
be to increase the stability of the labels, thereby permitting the detection assay to 
be run over a wide range of conditions without need for further optimization." 

As explained above, the accompanying declaration of Dr. Katsuhiko Mikoshiba 
demonstrates that Applicants purified and deduced the sequence of a polypeptide consisting of 
SEQ ID NO: 1 prior to the priority date of Wu. Nagai concerns labelling and does not disclose 
or suggest a polypeptide consisting of SEQ ID NO: 1. Accordingly, the Applicant respectfully 
requests that the rejection under 35 U.S.C. §103 based on Wu and Nagai be withdrawn. 

Rejections under 35 U.S.C § 112. 

Claims 28 - 30 are rejected under 35 U.S.C. 1 12, first paragraph, as not enabled. The 
examiner states in item 6: "because the specification, while being enabling for proteins with the 
sequence of SEQ ID NO:l or polypeptides consisting of residues 1- 104 of SEQ ID NO:l, does 
not reasonably provide enablement for isolated polypeptides comprising SEQ ID NO:l with 1 to 
50 insertions, deletions, or substitutions.." 

Applicants have amended claim 28 element (c) to recite an isolated polypeptide 
consisting of the amino acid sequence of amino acids 1-277 of SEQ ID NO:l. References to 
insertions, deletions and substitutions have been removed. In view of the amendments made to 
claim 28 herein, the applicants respectfully submit that this rejection has been overcome and 
therefore should be withdrawn. 

Claims 28 - 30 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The examiner states in item 7: "Claim 28 encompasses 
proteins with a very large number of substitutions, deletions, or insertions within SEQ ID NO:l . 
SEQ ID NO:l is 530 amino acids long." In view of the amendments made to claim 28 herein, 
the applicants respectfully submit that this rejection has been overcome and therefore should be 
withdrawn. 

Claims 31 and 32 have been rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. In item 8, the examiner states: 
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"Claim 31 and dependent claim 32 encompass compositions which 
comprise both SEQ ID NO:l and a second protein, residues 1-104 of SEQ ID 
NO:l, both being detectably labeled. No proper antecedent basis can be found in 
the specification for this invention, and there is not evidence of conception of said 
invention within the specification, claims or drawings as originally filed. While 
the examiner can find support for compositions comprising SEQ ID NO:l and an 
IP3 binding region of an IP3 receptor (see for example p. 16, first complete 
paragraph), there is not support for compositions comprising SEQ ID NO:l and 
residues 1 - 104 of SEQ ID NO:l." 

The applicants have amended claim 31 to recite a composition comprising "(a) a 
detectably labeled polypeptide comprising the polypeptide of claim 1 and a first detectable label; 
and (b) a detectably labeled polypeptide comprising an jP 3 binding region of an IP3 receptor and 
a second detectable label." In view of the clarifying amendments made to claim 31 herein, the 
applicants respectfully submit that this rejection has been overcome and therefore should be 
withdrawn. 



Claim Objections 

Claim 29 was objected to because it depended from claim 1, which had been cancelled. 
The applicants have amended claim 29 to depend from claim 28. In view of the amendments 
made to claim 29 herein, the applicants respectfully request that the objection be withdrawn. 



Applicant : Mikoshiba, et al. Attorney's Docket No.: 13710-003001 

Serial No. : 10/683,610 

Filed : October 10, 2003 

Page : 9 of 9 



CONCLUSION 

Applicant submits that all of the claims are now in condition for allowance, which action 
is requested. A Petition for Extension of Time with the appropriate fee is enclosed. 

Also enclosed is a Change of Correspondence Address form. All correspondence should 
be directed to the undersigned at customer no. 26161. 



Respectfully submitted, 



Date: 



Fish & Richardson P.C. 
225 Franklin Street 
Boston, MA 02110 
Telephone: (617)542-5070 
Facsimile: (617) 542-8906 




bhn, Ph.D. 
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